There is an urgent need for robust empirical data to guide the assessment and treatment of patients near the end of life. Because they are important providers of end-of-life care in this country, hospices have an important role to play in facilitating this research. However, hospices may also face considerable ethical challenges in doing so. This task force statement begins by discussing the importance of hospices' potential contributions to research. Next, we describe ways in which characteristics of hospice patients, and hospices' structure, create ethical challenges that may limit these contributions. We conclude by proposing ways in which hospices and national professional organizations can begin to overcome some of these challenges. 441 
INTRODUCTION T
HE G OA L OF GOOD END-OF-LIFE CARE is to relieve suffering and to improve quality of life. 1 However, access to palliative care is often poor, and standards to guide care have not been established clearly. At least in part, these deficiencies exist because of a lack of solid evidence on which to base clinical and policy decisions. [2] [3] [4] Therefore, there is an urgent need for research that can define the standard of care and to increase access to quality care.
Recent years have seen a dramatic increase in research that involves patients near the end of life. In the category of research, we include all activities that are designed to contribute to generalizable knowledge. 5, 6 This succinct definition hides a heterogeneous mix of qualitative and quantitative studies, and descriptive and interventional designs. 7 Although these studies encompass a wide spectrum of goals, designs, and methods, they share a focus on patients near the end of life.
These studies have begun to recruit subjects from increasingly diverse sites, including clinics, hospital wards and, more recently, palliative care units. [8] [9] [10] A small but growing number of studies are focusing on hospice populations, and collaborations with hospices have produced descriptive data, [11] [12] [13] [14] [15] [16] [17] [18] as well as evaluations of therapeutic interventions in these patients, [19] [20] [21] [22] as well as evaluations of the effectiveness of the hospice program itself. [23] [24] [25] In general, however, it appears that most end-of-life research, and particularly clinical trials, have been conducted in nonhospice populations. This is unfortunate because hospices can make a unique and important contribution to our understanding of end-of-life care. 26 However, hospices, clinicians, and investigators may have concerns about the ethics of such Institute on Aging, University of Pennsylvania, Philadelphia, Pennsylvania.
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research. It is essential that concerns about the ethics of research are addressed first, because there is some uncertainty in the research community about whether patients near the end of life should ever be asked to participate in any form of research. 27, 28 Others have objected to this extreme position, 3, 29, 30 but many providers, Institutional Review Boards (IRBs), and even investigators remain unsure about the ethical limits of research involving dying patients. Of course, there are other obstacles to hospice participation in research, including a lack of training, a lack of staffing resources, and short lengths of stay. 31 Nevertheless, it is essential that hospices first establish a foundation for ethical conduct before addressing other barriers.
To address these ethical concerns, the National Hospice and Palliative Care Organization (NHPCO) convened a Task Force on the Ethics of Hospice Participation in Research drawn from members of that organization's Research and Ethics Committees. This task force identified salient issues, developed recommendations, and produced this paper through a consensus process. The task force was chaired by the first author (D.C.) and all other contributing members are credited as authors in alphabetical order.
This paper begins by summarizing arguments CASARETT ET AL. 442 TABLE 
RECOMMENDATIONS FOR HOSPICES

Recommendations related to patients' vulnerability
Decision-making capacity
Hospices that frequently conduct research that poses greater than minimal risks (e.g., clinical trials) should provide training to the hospice personnel who recruit in assessing decision-making capacity. Studies that pose greater than minimal risks should use questionnaires ("quizzes") to assess understanding prior to enrollment. Voluntariness
The informed consent process for all research should emphasize the distinction between research and clinical care.
Where resources permit, hospices should consider obtaining consent through a third party, such as the researcher or designee, who is not involved in patients' care. For prospective studies that take place over several weeks or months, hospices should consider ongoing informed consent that periodically reminds patients that their participation is voluntary.
Recommendations related to structural sources of ethical challenges
Assessing the risks and benefits of research Hospices that participate in research should establish policies for research review, including a mechanism of review.
Hospices that frequently participate in research should either: Constitute their own IRBs, with adequate training and support for members, or Seek cooperative relationships with a medical center or university's IRB. Hospices that conduct research infrequently should, at minimum, identify a staff member who is familiar with requirements of review and informed consent, and who can ensure that projects receive adequate oversight from an investigator's home institution. Education
Hospices that participate in research should provide basic education in research ethics to their clinicians who will be involved in recruiting patients. Education might be provided at the hospice or at state or national meetings, and should include an overview of: informed consent decision-making capacity voluntariness research review privacy and confidentiality Short lengths of stay Hospices should assess the burdens of research on staff and patients, and the prevalence of impaired decision-making capacity, in light of lengths of stay Capitated payments
Hospices should assess the demands of a research project on resources and personnel needs to ensure that research participation does not adversely affect care. Hospices should define needs for support in advance and incorporate into funding proposals.
IRBs, Institutional Review Boards.
in favor of hospice participation in research, and goes on to review some of the ethical challenges that hospices will face in doing so. The task force's recommendations for meeting these challenges are described briefly throughout the text, and are summarized in two tables. Table 1 offers specific recommendations that are intended for hospices. Educational initiatives should respond to concerns about research, and should offer practical suggestions about ways that hospice staff can participate in research without compromising other responsibilities and commitments. These initiatives should focus on research processes (e.g., recruitment, data gathering) in which hospice personnel will participate. Educational programs could be offered at national meetings, and topics might include: Obtaining informed consent Assessing decision-making capacity Ensuring that participation is voluntary and minimizing the therapeutic misconception Protecting patient privacy and preserving confidentiality Creating processes for research review and oversight Educational interventions should be developed to introduce interested hospice staff to basic research methods, in order to facilitate participation. Special training sessions can help hospices to extend existing quality improvement activities to provide research data, in order to minimize the additional burdens to patients and families that might be imposed by research. Training sessions for investigators can provide an overview of the special challenges and opportunities of hospice research.
Programs and policy National organizations (e.g., the National Hospice and Palliative Care Organization, Academy of Hospice and Palliative Medicine, Hospice and Palliative Nurses Association) can be influential in promoting hospice research. Specifically, these organizations can:
Emphasize research ethics and basic research methods on the programs of national meetings, and in professional journals. Enhance awareness of funding opportunities, and assist hospices to assess their own costs of research participation. Establish a joint working group to identify ways that core clinical data can be gathered in standard ways to facilitate their use for research, without additional burdens to staff and patients. Create a standing board (national or state-based) or group of consultants that can provide a supplemental review of research protocols. This board might be called on when mechanisms for local review are unavailable or inadequate, when conflicts of interest preclude objective local review, or when a research protocol raises concerns that fall outside the scope of expertise of the local review committee. Facilitate partnerships with academic medical centers and universities that can provide hospices with access to IRB review and expertise in the responsible conduct of research. Facilitate partnerships with researchers who can enable even the smallest hospices to participate in research.
IRB, Institutional Review Board.
quality of life. By participating in these studies, hospices can benefit their patients directly by offering them interventions that may become the future standard of care. However, not all interventions prove to be beneficial. For instance, a new analgesic therapy may not be more effective than usual care. Nor do all studies offer the possibility of benefit. Indeed, descriptive studies will not generally benefit patients directly, even though they may generate important knowledge that will benefit future patients. Therefore, in deciding whether to participate in research, hospices should consider other reasons other than potential benefits to their patients.
Second, hospices should also consider participating in research in order to allow their patients to make a contribution to science and to help others. In general, altruism is an important motivation for people who participate in research. 32 Altruism may be particularly important for patients near the end of life, for whom the opportunity to make a lasting contribution can be a central component of a good death. 33 Therefore, hospices may consider participating in research in order to give their patients a chance to fulfill these goals.
Third, hospices should also consider participating in research in order to ensure that the results of end-of-life research are generalizable to their patients. The generalizability, or external validity, of any study's results depends on their applicability to clinical practice. 34 That is, if a study's results are to benefit future patients, the study must enroll subjects who resemble, in clinically significant ways, the future patients to whom results will be applied.
A generalizability gap is a common problem for hospice care, which involves patients at the far end of the spectrum of curative and palliative care. In 1999, the average length of stay in hospice care programs was 48 days, and the median was 25 days. 31 These patients are unique in terms of their physiology, psychology, and quality of life, making it difficult to generalize study results from other less seriously ill populations. Generalizability may be limited, too, if research subjects receive care in a different setting than do home hospice patients. For instance, if research is concentrated in inpatient settings and in academic medical centers, the results may not be easily generalized to home care settings, where available resources are different and family caregivers' contributions to care contribute further variability. By participating in research, hospices can ensure that the results of that research are applicable to their patients, in the settings in which their patients receive care.
Fourth, by participating in research, hospices can provide indirect, or collateral, benefits to their patients. Even if a study offers no direct benefits, patients may find indirect benefits, such as additional attention from providers or more intensive care and monitoring, very appealing, particularly for symptom-related research. 35 It is also possible that patients who participate in research may enjoy better outcomes than those who do not. 36 Although these better outcomes may simply be because of selection bias, they may also result from added attention and monitoring in a study, or to the often cited but poorly understood Hawthorne effect, which refers to the impact of observation on behavior. 37 If even some of these benefits can be attributed to research participation, rather than to selection bias, they offer important reasons for hospices to consider participating in research.
ETHICAL OBSTACLES TO HOSPICE PARTICIPATION IN RESEARCH
The arguments outlined above suggest that hospices should seriously consider participating in research. Indeed, some might argue that hospices have an ethical obligation to participate in research. However, any obligation to participate in research should be tempered by a frank acknowledgement of some of the ethical challenges that this research creates for hospices.
Hospices that participate in research must be able to ensure that a study's design respects their patients' vulnerability, and that the study itself offers a reasonable balance of risks and benefits. 5, 38, 39 Hospices that participate in research will also need to consider the demands of research in light of other demands that are imposed by short lengths of stay and by capitated payments. Below we discuss each of these problems, and outline specific recommendations in the text and in Tables 1 and 2 .
VULNERABILITY
The principal source of ethical uncertainty about hospice research comes from concerns that patients near the end of life are vulnerable. That is, they may be relatively (or absolutely) inca-pable of protecting their own interests. 6 Patients near the end of life may be vulnerable because of inadequate decision-making capacity, and because research participation may not be entirely voluntary. Each of these concerns about vulnerability is discussed below.
Vulnerability because of inadequate decision-making capacity
Concern about vulnerability comes in part from uncertainty about subjects' capacity to consent to research. "Capacity" refers to subjects' ability to understand relevant information, to appreciate the significance of that information for them, and to reason through to a conclusion that is consistent with their goals. 40 Concern about capacity is reasonable given the prevalence of cognitive impairment at the end of life. [41] [42] [43] [44] These concerns parallel concerns in research involving patients with dementia, 45 psychiatric illness, 46, 47 and patients in the intensive care setting 48 among others.
Perhaps the most concrete aspect of decisionmaking capacity is understanding. Even if a research study is explained adequately in nontechnical terms, subjects may fail to understand the risks and potential benefits of end-of-life research if they are cognitively impaired. Cognitive impairment in terminally ill patients occurs in 10% to 40% of patients in the final months and in up to 85% of patients in the last days of life. 42, 43 Cognitive impairment may be difficult to identify in palliative care research because cognitive function may vary over time, 49 and because impairment may result from the experimental or therapeutic medications themselves, such as opioids, benzodiazepines, or corticosteroids. 50, 51 Investigators who conduct trials of medications will encounter these challenges even more frequently if trials are designed to evaluate treatments for delirium, for which some degree of impairment is an inclusion criterion. 52, 53 These challenges may be compounded in prospective studies that require participation over days or weeks. In these studies, even if patients have the capacity to consent at the time of enrollment, they may not retain that capacity throughout the study. Thus, days or weeks after patients give consent to participate, they may be unable to understand changes in their condition clearly enough to withdraw. The result can be a "Ulysses contract" of sorts, in which research subjects find it easier to enroll than they do to withdraw. 54 
Special problems of decision-making capacity in hospice research
Challenges of impaired decision-making capacity and inadequate understanding exist in research in a variety of settings. However, these deficits may be particularly challenging in hospice research because hospices frequently lack the training and resources to detect deficits in capacity. The skills of capacity assessment are straightforward and easily summarized. 55 Nevertheless, capacity assessment is likely to be difficult for hospice clinicians who lack formal training in these skills.
Although there are no simple tests of capacity to consent to research, it is possible to assess understanding by administering a quiz prior to enrollment in research. This strategy is being used increasingly by IRBs and, most recently, in a nationwide effort sponsored by the Department of Veterans Affairs. For instance, a 5-10 item quiz covering principal elements of a study (e.g., risks, benefits, alternatives) can be included easily in the informed consent process.
Such assessments should not be required for all research, but they are appropriate for studies that pose greater than minimal risks. A risk is defined as being greater than minimal in federal regulations if it is greater than the risks ordinarily encountered in daily life or those associated with routine physical or psychological examinations or tests. 5 For example, an assessment of understanding is not necessary for most survey research, but should be performed for most clinical trials.
Vulnerability because of coercion or inducement
Even if subjects near the end of life have decision-making capacity and adequately understand the risks and potential benefits of participation in hospice research, they may still be vulnerable to coercion or inducements. 2, 4, 56, 57 For instance, there is reason for concern that patients with intractable pain may be desperate for relief, and may readily confuse research with therapy. 58 In addition, as in other forms of research, subjects may be vulnerable if their illness makes them dependent on relationships with health care providers 6, 56 or if they depend upon an institution, such as a hospice, for care. [59] [60] [61] These patients may be reluctant to jeopardize their care by refusing to participate in research conducted by the hospice in which they are enrolled.
Special problems of inducement and coercion in hospice research
These concerns are common in research in a variety of settings. However, they are particularly acute in the hospice setting, where the structure of care creates close relationships between the hospice team and patient, and the patient's family. Whereas other patients with less far-advanced disease may maintain relationships with several clinicians, hospice patients nearing the end of life are often homebound and largely dependent on the hospice team for care. These concerns are magnified when patients are admitted to a dedicated hospice care unit. These patients may be influenced by an environment that is a "total institution," 62 which in other settings has been suggested to make patients vulnerable to influence. 60 These threats to voluntariness have at least three implications for hospice clinicians who participate in research. First, when hospice staff recruit patients to participate in a study, even subtle suggestions may have a powerful effect on patients' willingness to enroll. Second, once patients have agreed to participate, they may be reluctant to withdraw from a study for fear of jeopardizing the relationship they have developed with a hospice clinician. Third, because of the close relationships that many patients develop with hospice clinicians, they may be unable to distinguish between the clinician's responsibilities as a study representative and those of clinical care. Specifically, patients may believe that procedures, medications, or questionnaires are a part of clinical care, and therefore intended to benefit them, when in fact they are conducted as a part of research and offer no certain clinical benefit. This "therapeutic misconception" threatens the validity of patients' informed consent, 63 and may be particularly problematic in the hospice setting, in which one nurse may be the patient's sole contact with both research and clinical care.
These concerns may be ameliorated if someone who is not part of the hospice team obtains consent and gathers data throughout a study. As with assessments of understanding described above, this approach to consent is not necessary for all research. Nevertheless, it might be appropriate for those studies that pose greater than minimal risks, such as clinical trials.
STRUCTURAL SOURCES OF ETHICAL CHALLENGES
The challenges of hospice research described above are related to the ethics of research that involves human subjects. These challenges are compounded by at least four administrative and structural features of hospice care. These features include the lack of mechanisms for research review, a lack of familiarity with research in hospices, increasingly short lengths of stay, and the capitated payment system through which hospices are reimbursed. Each of these is discussed briefly below.
Mechanisms of research review
One additional ethical challenge of hospice research has to do with the balance of risks and benefits that such research offers to patients. The federal regulations governing research require that a study's risks be proportionate to its benefits and to the importance of the knowledge to be gained. 5 Although this balancing is a core requirement of ethical research, it may be difficult for hospices to assess a study's risks and potential benefits accurately if they participate in research only infrequently. Specifically, most hospices lack adequate mechanisms for research review, such as IRBs that are established for this purpose, with salary support for an IRB chair and funds for administrative support. This structure provides a mechanism for review and oversight, and ensures that IRB members can develop experience in review, a growing knowledge base, and an institutional memory that allows them to offer consistent assessments over time. Without similar structures that support an IRB, hospices may find it very difficult to adequately and consistently balance the risks and benefits of proposed research.
Therefore, hospices that conduct research should identify a strategy for research review that is commensurate with their research volume ( Table 1 ). Hospices that participate in research frequently might establish their own IRB, if they have the resources to provide staffing, support, and training that is consistent with existing standards. 5 For most hospices, however, it will be more appropriate to establish a cooperative relationship with a university's IRB. Hospices that rarely participate in research should, at a minimum, identify a staff member with an interest in research who would help to identify mechanisms of review as the need arises.
Education about research ethics
When hospices participate in research only infrequently, their staff may lack an understanding of fundamental aspects of ethical research, such as techniques of obtaining informed consent and assessing decision-making capacity. Without training, hospice professionals are likely to be ill equipped to ensure that their research, and particularly their informed consent procedures, are ethically sound. Therefore, efforts to enhance hospice participation in research should be accompanied by intensive educational initiatives through in-house education, in newsletters, on the Internet, and at national meetings. These initiatives should enhance hospice clinicians' awareness of key aspects of research and research ethics as outlined in Table 2 .
Capitated payments and research ethics
The current system of reimbursement creates other ethical challenges for hospices that would like to participate in research. The pressures of a capitated payment system mean that hospices interested in research will face a series of difficult resource allocation choices. Because hospices rely on fixed per diem rates for care, any resources they devote to research, such as personnel time, must be volunteered, reimbursed from external sources, or reallocated from other administrative or clinical activities. This challenge is analogous to the challenge that hospices face in developing other nonreimbursed programs, such as those related to education, in the setting of scarce resources.
A simple solution is not likely. However, several steps may be useful (Table 2) . First, educational programs should be developed to familiarize hospices with external sources of funding for research that would allow them more flexibility in allocating resources. Second, national organizations such as the NHPCO and the AAHPM can investigate and define the legality of billing Medicare for research-related expenses for hospice patients. Third, educational initiatives can be directed at investigators and funders in order to enhance awareness of the financial challenges that hospices face, and to encourage them to consider hospices' personnel time in budgeting.
Short lengths of stay and research ethics
A related challenge arises because patients are referred to hospice quite late in their illness. 31 This means that hospice patients are very near the end of life, with the attendant decreases in mental status and decision-making capacity. Similar to the challenges created by capitated payments, a simple solution is not readily apparent.
In general, hospices with extremely short lengths of stay should be more alert to the possibility that their patients lack the capacity to give consent for research participation. In addition, hospices with very short lengths of stay (e.g. , 14 days) should consider a routine assessment of understanding prior to research enrollment. These hospices might also wish to explore research in other similar populations with longer lengths of stay. For instance, prehospice or "bridge" program patients may be very similar to hospice patients, but with longer lengths of stay. 17 These populations may share enough characteristics with hospice patients to allow generalization, but without some of the challenges of short lengths of stay and impaired decision-making capacity.
CONCLUSION
Many opportunities exist for hospice involvement in research. The potential benefits to patients may be significant, and patients may also value the opportunity to contribute to improved end-of-life care. Finally, and perhaps most important, by contributing to end-of-life research, hospices have an opportunity to ensure that research results will be relevant to their unique patient population. For all of these reasons, it will be important to build hospices' capacity for research.
However, as noted above, numerous ethical challenges limit opportunities for hospice research. These challenges are created by a combination of patient vulnerability, a lack of resources such as IRBs, and systemic factors such as a capitated payment system and decreasing lengths of stay. Therefore, the success of any effort to advance hospice research will depend on a multifaceted approach that addresses all of these challenges at a local and national level. Although these challenges are substantial, they deserve a concerted effort because the alternative-inadequate data to guide care at the end of life-poses substantial dangers as well.
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